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Introduction
Mutations in CLN3, which encodes an endosomal/lysosomal transmembrane protein of unknown function, form the genetic basis of Juvenile Neuronal Ceroid Lipofuscinosis (JNCL or Batten disease). JNCL is the most prevalent subtype in a family of lysosomal storage disorders known as the neuronal ceroid lipofuscinoses (NCL), of which there are at least 8 genetic variants with similarities in their clinical features and pathologies including progressive loss of vision, seizures, and severe cognitive and motor decline, eventually leading to premature death (Goebel and Wisniewski, 2004; Mole, 2004; Siintola et al., 2006) . Individuals with JNCL raise autoantibodies against a variety of brain antigens, two of which have been identified as glutamic acid decarboxylase 65 kDa (GAD 65 ) and α-fetoprotein (Castaneda and Pearce, 2008; Chattopadhyay et al., 2002a,b; Ramirez-Montealegre et al., 2005) . Immunostaining rat and human brain tissue using JNCL patient derived sera revealed distinct patterns of immunoreactivity that was not restricted to GAD 65 positive neuronal populations, suggesting multiple antigenic targets for these circulating autoantibodies (Lim et al., 2006) . Autoantibodies are also present in Cln3 −/− mice (Mitchison et al., 1999) , thus providing a valuable tool for studying the contribution of autoimmunity in JNCL pathogenesis (Chattopadhyay et al., 2002a) . Previous studies to have demonstrated an inhibitory effect of GAD 65 autoantibodies on glutamate metabolism in vitro (Chattopadhyay et al., 2002a) , a compromised blood brain barrier (BBB) and infiltration of immunoglobulins (IgG) into the brain (Lim et al., 2007 (Lim et al., , 2006 . Using both genetic and pharmaceutical approaches, we demonstrate that immune suppression alleviates behavioral and pathological deficits in Cln3 −/− mice.
Materials and methods

Animals
C57Bl/6 congenic μMT mice were purchased from Jackson Labs (Bar Harbor, ME) and subsequently backcrossed with 129SvEv wildtype or Cln3 −/− mice for 10-12 generations. Mouse strains used in this study were 129SvEv, Cln3
, μMT, and Cln3 −/− /μMT. Mice were genotyped by PCR as described previously (Kitamura et al., 1991) . Rat tissue for immunoblotting was harvested from SpragueDawley rats obtained from the Jackson Labs. All procedures were carried out following NIH guidelines and under the guidance of the university committee on animal resources at the University of Rochester. Journal of Neuroimmunology 230 (2011) 169-172 
